L5 ANSWER 1 OF 3 CAPLUS COPYRIGHT 2005 ACS on STN 
AN 2005:431399 CAPLUS Full -text 
DN 142 : 482166 

TI Preparation of farnesyl dibenzodiazepinones , their production with 
microorganisms, and their use as antitumor, antibacterial, and 
antiinflammatory agents 

IN Farnet, Chris M. ; Dimitriadou, Violetta; Bachmann, Brian O. 



PA 


Ecopia Biosciences, 


Inc . , 


USA 






SO 


U.S. Pat. Appl. Publ 


., 44 


pp . , Cont . 


-in-part of U.S. Ser. No. 


762, 107. 




CODEN: USXXCO 










DT 


Patent 










LA 


English 










FAN. 


CNT 2 












PATENT NO. 


KIND 


DATE 


APPLICATION NO. 


DATE 


PI 


US 2005107363 


Al 


20050519 


US 2004-951436 


20040927 




US 2005043297 


Al 


20050224 


US 2004-762107 


20040121 


PRAI 


US 2003-441126P 


P 


20030121 








US 2003-492997P 


P 


20030807 








US 2003-518286P 


P 


20031110 








US 2004-762107 


A2 


20040121 






OS 


MARPAT 142:482166 











GI 



0 Me Me Me 




I 



AB This invention relates to the prepn of farnesyl dibenzodiazepinone derivs., 
such as I [R = H, alkyl, alkenyl, aryl, heteroaryl; Rl, R2, R3 = H, alkyl, 
alkenyl, aryl, heteroaryl, acyl; X, XI, X2 = H2 , (OH)2, -O- , or forms (E) - 
double bond] , to methods of their use inhibiting the growth of cancer cells 
and to methods of treating cancer using the farnesylated dibenzodiazepinones. 
Thus, farnesyl dibenzodiazepinone I [R = Rl = R2 = R3 = H, X = XI = X2 forms 
(E) -double bond] (ECO 04601) was prepared via a fermentation process using 
Micromonosproa spp. and was subsequently epoxidized with m-chloroperbenzoic 
acid in THF to form corresponding mono-epoxides II [R = Rl = R2 = R3 = H, X = 
-0-, XI = X2 forms (E) -double bond; X = X2 forms (E) -double bond, XI = -0-; X 
= XI forms (E) -double bond, X2 = -0-] with yields ranging from 15 to 25%. ECO 
04601 was tested for anticancer activity against a variety of cancer cell 
lines . 

IT 733035-26-2P, ECO 04601 

RL: BPN (Biosynthetic preparation); PAC (Pharmacological activity); PKT 
(Pharmacokinetics) ; PUR (Purification or recovery) ; RCT (Reactant) ; THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); RACT 
(Reactant or reagent) ; USES (Uses) 

(preparation of farnesyl dibenzodiazepinones, their production with 
Micromonospora microorganisms, and their use as antitumor, 
antibacterial, and antiinflammatory agents) 
RN 733035-26-2 CAPLUS 

CN HH-Dibenzo [b,e] [1,4] diazepin-ll-one , 5, 10-dihydro-4 , 6, 8-trihydroxy-10- 
[ (2E, 6E) -3, 7, ll-trimethyl-2, 6, 10-dodecatrienyl] - (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 
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IT 733011-10-4P 733011-11-5P 733011-12-6P 
733011-32-OP 733011-33-1P 733011-39-7P 
733011-41-1P 

RL: BPN (Biosynthetic preparation); SPN (Synthetic preparation); THU 
(Therapeutic use) ; BIOL (Biological study) ; PREP (Preparation) ; USES 
(Uses) 

(preparation of farnesyl dibenzodiazepinones , their production with 
Micromonospora microorganisms, and their use as antitumor, 
antibacterial, and antiinflammatory agents) 
RN 733011-10-4 CAPLUS 

CN HH-Dibenzo [b, e] [1 , 4] diazepin-ll-one , 5 -acetyl -5 , 10 -dihydro-4 , 6 , 8- 

trihydroxy-10- [ (2E, 6E) -3 , 7, ll-trimethyl-2 , 6, 10 -dodecatrienyl] - (9CI) (CA 
INDEX NAME) 

Double bond geometry as shown. 
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RN 733011-11-5 CAPLUS 

CN HH-Dibenzo [b,e] [1 , 4] diazepin-ll-one , 5 , 10 -dihydro-4 , 6 , 8 -trihydroxy-S- 
fphenylmethyl) -10- [ (2E, 6E) -3 , 7, ll-trimethyl-2, 6, 10 -dodecatrienyl] - (9CI) 
(CA INDEX NAME) 



Double bond geometry as shown. 




RN 733011-12-6 CAPLUS 

CN llH-Dibenzo[b,e] [1 , 4] diazepin-ll-one , 5-ethyl-5 , 10-dihydro-4 , 6 , 8- 

trihydroxy-10- [ (2E, 6E) -3 , 7 , ll-trimethyl-2 , 6 , 10 -dodecatrienyl] - (9CI) (CA 
INDEX NAME) 



Double bond geometry as shown. 




RN 733011-32-0 CAPLUS 

CN HH-Dibenzo [b, e] [1, 4] diazepin-ll-one , 6- (acetyloxy) -5, 10-dihydro-4 , 8- 

dihydroxy-10- [(2E # 6E) -3 , 7 , ll-trimethyl-2 , 6 , 10-dodecatrienyl] - (9CI) (CA 
INDEX NAME) 

Double bond geometry as shown. 
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RN 733011-33-1 CAPLUS 

CN HH-Dibenzo [b, e] [1,4] diazepin-ll-one, 8- (acetyloxy) -5 , 10-dihydro-4 , 6- 

dihydroxy-10- [ (2E, 6E) -3 , 7 , ll-trimethyl-2 , 6 , 10-dodecatrienyl] - (9CI) (CA 
INDEX NAME) 

Double bond geometry as shown. 
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RN 733011-39-7 CAPLUS 

CN HH-Dibenzo [b,e] [1,4] diazepin-ll-one, 5, 10-dihydro-4 , 8-dihydroxy-6-methoxy- 
10- [(2E,6E) -3, 7, ll-trimethyl-2, 6, 10-dodecatrienyl]- (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 
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RN 733011-41-1 CAPLUS 

CN HH-Dibenzo [b,e] [1,4] diazepin-ll-one, 5 , 10-dihydro-4 , 6-dihydroxy-S-methoxy- 
lO- [ (2E, 6E) -3 , 7 , ll-trimethyl-2 , 6 , 10-dodecatrienyl] - (9CI) (CA INDEX NAME) 



Double bond geometry as shown. 
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OS MARPAT 141:167757 

AB This invention relates to a novel farnesylated dibenzodiazepinone, named ECO- 
04601, its pharmaceutically acceptable salts and derivs . , and to methods for 
obtaining such compds . One method of obtaining the ECO-04601 compound is by 
cultivation of a novel strain of Micromonospora sp . , 046-ECO11; another method 
involves expression of biosynthetic pathway genes in transformed host cells. 
The present invention further relates to Micromonospora sp. strain 046-ECO11, 
to the use of ECO-04601 and its pharmaceutically acceptable salts and derivs. 
as pharmaceuticals, in particular to their use as inhibitors of cancer cell 
growth, bacterial cell growth, mammalian lipoxygenase, and to pharmaceutical 
compns. comprising ECO-04601 or a pharmaceutically acceptable salt or 
derivative thereof. Finally, the invention relates to novel polynucleotide 
sequences and their encoded proteins, which are involved in the biosynthesis 
of ECO-04601. 

IT 733035-26-2P, ECO 04601 

RL: BMF (Bioindustrial manufacture) ; BPN (Biosynthetic preparation) ; THU 
(Therapeutic use); BIOL (Biological study); PREP (Preparation); USES 
(Uses) (farnesyl dibenzodiazepinones, their production with microorganisms, and 
their use as antitumor, antibacterial, and antiinflammatory agents) 

RN 733035-26-2 CAPLUS 

CN HH-Dibenzo [b,e] [1, 4] diazepin-ll-one, 5, 10-dihydro-4 , 6, 8-trihydroxy-10- 
[ (2E, 6E) -3, 7, ll-trimethyl-2, 6, 10 -dodecatrienyl] - (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 
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IT 733011-10-4P 733011-11-5P 733011-12-6P 
733011-32-OP 733011-33-1P 733011-39-7P 
733011-41-1P 

RL: SPN (Synthetic preparation); THU (Therapeutic use); BIOL (Biological 
study) ; PREP (Preparation) ; USES (Uses) 

(farnesyl dibenzodiazepinones , their production with microorganisms, and 
their use as antitumor, antibacterial, and antiinflammatory agents) 
RN 733011-10-4 CAPLUS 

CN HH-Dibenzo [b, e] [1,4] diazepin-ll-one, 5-acetyl-5, 10-dihydro-4 , 6,8- 

trihydroxy-10- [ (2E,6E) -3 , 7 , ll-trimethyl-2 , 6 , 10-dodecatrienyl] - (9CI) (CA 
INDEX NAME) 

Double bond geometry as shown. 
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RN 733011-11-5 CAPLUS 

CN HH-Dibenzo [b, e] [1,4] diazepin-ll-one, 5 , 10-dihydro-4 , 6, 8-trihydroxy-5- 

(phenylmethyl) -10- [(2E,6E) -3 , 7 , ll-trimethyl-2 , 6 , 10-dodecatrienyl] - (9CI) 
(CA INDEX NAME) 



Double bond geometry as shown. 




RN 733011-12-6 CAPLUS 

CN HH-Dibenzo [b,e] [1 , 4] diazepin-ll-one , 5-ethyl-5, 10-dihydro-4 , 6, 8- 

trihydroxy-10- [ (2E,6E) -3 , 7 , ll-trimethyl-2 , 6 , 10 -dodecatrienyl] - (9CI) (CA 
INDEX NAME) 



Double bond geometry as shown. 
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RN 733011-32-0 CAPLUS 

CN HH-Dibenzo [b, e] [1,4] diazepin-ll-one , 6- (acetyloxy) -5, 10-dihydro-4 , 8- 

dihydroxy-10- [(2E / 6E) -3 , 7 , 11- trimethyl-2 , 6 , 10 -dodecatrienyl] - (9CI) (CA 
INDEX NAME) 

Double bond geometry as shown. 




RN 733011-33-1 CAPLUS 

CN HH-Dibenzo [b,e] [1, 4] diazepin-ll-one, 8- (acetyloxy) -5 , 10-dihydro-4 , 6- 

dihydroxy-10- [ (2E, 6E) -3 , 7 , 11 -trimethyl-2 , 6 , 10-dodecatrienyl] - (9CI) (CA 
INDEX NAME) 

Double bond geometry as shown. 




CN HH-Dibenzo [b, e] [1 , 4 ] diazepin-ll-one , 5 # 10-dihydro-4 , 8-dihydroxy-6-methoxy- 
10- [ (2E, 6E) -3, 7, ll-trimethyl-2, 6, 10-dodecatrienyl] - (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 




RN 733011-41-1 CAPLUS 

CN HH-Dibenzo [b,e] [1 , 4] diazepin-ll-one , 5 , 10-dihydro-4 , 6-dihydroxy-8-methoxy- 
10- [ (2E, 6E) -3, 1, ll-trimethyl-2, 6, 10-dodecatrienyl] - (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 
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AB The structure of a new dibenzodiazepine alkaloid, diazepinomicin (I)., isolated 
from the culture of a marine actinomycete of the genus Micromonospora, was 
characterized using spectroscopic methods. Diazepinomicin represents a unique 
mol. class composed of a dibenzodiazepine core linked to a farnesyl side 
chain . 

IT 733035-26-2P, Diazepinomicin 

RL: BSU (Biological study, unclassified); PRP (Properties); PUR 
(Purification or recovery) ; BIOL (Biological study) ; PREP (Preparation) 
(diazepinomicin from marine Micromonospora) 

RN 733035-26-2 CAPLUS 

CN HH-Dibenzo [b, e] [1,4] diazepin- 11 -one , 5, 10-dihydro-4 ,6, 8-trihydroxy-10- 
[ (2E, 6E) -3, 7, ll-trimethyl-2, 6, 10-dodecatrienyl] - (9CI) (CA INDEX NAME) 

Double bond geometry as shown. 
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